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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

L0GINID:sssptal611bxv 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 
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* * 
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"Ask CAS" for self-help around the clock 
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NEWS EXPRESS' JUNE 30 CURRENT WINDOWS VERSION IS V8.01b, CURRENT 
MACINTOSH VERSION IS V6.0c{ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 26 JUNE 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPCS For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

STN Columbus *************** 



FILE 'HOME' ENTERED AT 09:04:42 ON 22 SEP 2006 
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=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FULL ESTIMATED COST 



FILE 'CAPLUS* ENTERED AT 09:04:52 ON 22 SEP 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after Deceinber 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 22 Sep 2006 VOL 145 ISS 14 
FILE LAST UPDATED: 21 Sep 2006 (20060921/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas . org/inf opolicy.html 

=> s lamotrigine/cn 

REGlstRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



=> s 12 and (methane (1) sulfonic (11) acid 
MISSING OPERATOR ' SULFONIC (LL ' 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> s methane (1) sulfonic (1) acid 
171134 METHANE 
77390 SULFONIC 
4215701 ACID 
L3 712 METH7\NE(L) SULFONIC (L) ACID 

=> s 12 and 13 

L4 0 L2 AND L3 



L2 



1143 LI 



=> s 12 and process 

2310765 PROCESS 
L5 53 L2 AND PROCESS 
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=> s 15 and 13 

L6 0 L5 AND L3 



=> s. 15 and magnesium (1 ) oxide 
464377 MAGNESIUM 
1688305 OXIDE 

86319 MAGNESIUM (L) OXIDE 
L7 1 L5 AND MAGNESIUM (L) OXIDE 



=> d 15 1-53 bib abs 

L5 ANSWER 1 OF 53 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2006:149768 CAPLUS 
DN 144:232798 

TI Preparation of nitroxyalkyl derivatives of phenol for treating 
inflammatory, cardiovascular and peripheral vascular diseases 

IN Ongini, Ennio; Impagnatiello, Francesco 

PA Nicox S.A. , Fr. 

SO PCT Int. Appl., 23 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 
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PRAI US 2004-599857P P 20040810 

OS MARPAT 144:232798 

GI 



OH 



-[CH21^0N02 



AB The title compds . I [n = 1-20; R = H, halo, a linear or branched 

(Cl-ClO) alkoxy, OH, CF3, NHR* (wherein R' = H or a linear or branched 
(Cl-ClO ) alkyl ) ; or a salt thereof], useful for treating inflammatory 
disease states or disorders, cardiovascular and/or peripheral vascular 
diseases, were prepared E.g., a benzenemethanol, 3-hydroxy-a-nitrate 
(II) was prepared from com. available 3- [ (hydroxy ) methyl] phenol using 2-step 
process. Effects of II on inflammatory markers were tested. For 
example, the compound II applied alone or in combination with ASA inhibited 
LPS/INFy-induced nitrites accumulation with similar potency as that 
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estimated for NCX 4016 (EC50 = 58 mM and 57 mM, resp. for compound II 
alone and in combination with ASA). The pharmaceutical compns. coit^rising 
the compound II alone or in combination with other therapeutic agents are 
disclosed. 

RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L5 ANSWER 2 OF 53 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2006:149494 CAPLUS 
DN 144:205795 

TI Preventing pathological increases in the rate of nerve cell suicide in 

immature nervous systems 
IN Olney, John W. 
PA Olney, John, W., USA 
SO PCT Int. Appl./ 38 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 



PATENT NO. 






KIND 
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DATE 
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Methods and compds. 


are 


disclosed for reducing brain damage 


in 


fetuses. 



neonates, and young infants, caused by surgical anesthetics. During critical 
periods of synapse formation and network development in the brain, CNS 
neurons that do not appear to be keeping pace with certain synchronized 
development and connection processes are regarded as surplus, and are 
destroyed by a programmed cell suicide process called apoptosis. 
As a result, if surgical anesthetics block neuronal responses and 
activities that normally would indicate that a certain CNS neuron is 
indeed active and involved in a network and should be preserved, such 
anesthesia can induce apoptotic death, in the unresponsive anesthetized 
neurons. That process, which can cause permanent brain damage, 
can be minimized by manipulating certain signaling pathways that affect 
the balance between apoptosis-promoting proteins ( e.g., Bax and Bak) and 
apoptosis-blocking proteins ( e.g., Bcl-2 and Bcl-xL) . Agents that have 
been tested and shown to reduce anesthesia-induced brain damage in 
neonatal animals include xenon (which promotes ERK MAPKinase activity) , 
and muscarinic cholinergic agonists (which can promote ERK MAPKinase, PKA, 
PKC, and/or PI3K/AKT activity) . Other candidate agents with similar 
activities include lithium, beta-1 adrenergic antagonists, and beta-2 
adrenergic agonists. Such agents must intervene in the "upstream" part of 
the apoptosis cascade, before mitochondrial membranes become permeable and 
begin to release "cytochrome c" messenger mols. 

L5 ANSWER 3 OF 53 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2006:100738 CAPLUS 
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TI Novel dosage form comprising modif ied-release and immediate-release active 
ingredients 

IN Vaya, Navin; Karan, Rajesh Singh; Sadanand, Sunil; Gupta, Vinod Kumar 
PA India 

SO U.S. Pat. T^pl. Publ., 49 pp., Cont . -in-part of U.S. Ser. No. 630,446. 
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AB A dosage form comprising of a high dose, high solubility active ingredient as 
modified release and a low dose active ingredient as immediate release 
where the weight ratio of immediate release active ingredient and modified 
release active ingredient is from 1:10 to 1:15000 and the weight of modified 
release active ingredient per unit is from 500 mg to 1500 mg; a 
process for preparing the dosage form. Tablets containing 10 mg sodium 
pravastatin and 1000 mg niacin were prepared The release of sodium 
pravastatin after 24 h was 67.7%^ and the release of niacin after 1 h was 
84.1%. 
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Properties of antiepileptic drugs in the treatment of idiopathic 
generalized epilepsies 
Patsalos, Philip N. 
Institute of Neurology, London, UK 
Epilepsia (2005), 46(Suppl. 9), 140-148 
CODEN: EPILAK; ISSN: 0013-9580 
Blackwell Publishing, Inc. 
Journal; General Review 
English 

A review. Although valproate is considered to be the drug of first choice 
for the treatment of idiopathic generalized epilepsies (IGEs), other 
antiepileptic drugs (AEDs), both old (ethosuximide, clobazam, and 
clonazepam) and new (lamotrigine, levetiracetam, topiramate, and 
zonisamide) are also available. These AEDs do not appear to have a common 
mechanism of action in that both inhibitory gamma -aminobutyric acid (GABA; 
e.g., clobazam, clonazepam, and valproate) and excitatory glutamate (e.g., 
lamotrigine and topiramate) mechanisms are involved. Ethosuximide 
primarily acts by blocking T-type voltage-gated calcium channels in 
thalamic neurons while topiramate and zonisamide have multiple mechanisms 
of action. In contrast, levetiracetam is unique in that it may act via a 
specific binding site in the brain. In terms of their pharmacokinetic 
characteristics, all eight AEDs are rapidly absorbed after oral ingestion 
with peak blood concentration being achieved within 1-4 h. Bioavailability is 
100% with the exception clonazepam (90%) and topiramate (81-95%). Plasma 
protein binding is variable with valproate (90%), clobazam (85%) and 
clonazepam (86%) showing substantial binding, lamotrigine (55%) and 
zonisamide (50%) intermediate binding, and levetiracetam (0%), 
ethosuximide (0%) and topiramate (10%) being minimally bound. However, 
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the binding by zonisamide is complicated by its binding to erythrocytes as 
well as albumin. All TVEDs, with the exception of lamotrigine and 
levetiracetam, undergo elimination as a result of extensive metabolism by 
hepatic cytochrome P 450 enzymes, which are highly amenable to induction 
and inhibition by other drugs and therefore susceptible to pharmacokinetic 
interactions. Lamotrigine metabolism is via hepatic glucuronidation, a 
process that is also susceptible to induction and inhibition by 
concurrent drugs. Levetiracetam is minimally metabolized (by hydrolysis 
in blood) , is excreted predominantly unchanged in urine, and to date has 
not been associated with any clin. significant pharmacokinetic interactions. 
Using a semiquant. pharmacokinetic rating system, based on 16 
pharmacokinetic characteristics, a direct comparison between AEDs is 
possible. Thus valproic acid, regarded as the drag of first choice in the 
treatment of IGEs, rates lowest with respect to favorable pharmacokinetic 
characteristics, mostly because of its nonlinear pharmacokinetics, 
extensive hepatic metabolism, and its high propensity to interact both with 
other TVEDs and non-AEDs. Levetiracetam rates highest with topiramate in 
second place. 
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TI Predicting MDCK cell permeation coefficients of organic molecules using 

membrane-interaction QSAR analysis 
AU Chen, Li-li; Yao, Jia; Yang, Jian-bo; Yang, Jie 

CS State Key Laboratory of Pharmaceutical Biotechnology, College of Life 
Sciences, Nanjing University, Nanjing, 210093, Peop. Rep. China 

SO Acta Pharmacologica Sinica (2005), 26(11), 1322-1333 
CODEN: APSCG5; ISSN: 1671-4083 

PB Blackwell Publishing Asia Pty Ltd. 

DT Journal 

LA English 

AB Aim: To use membrane-interaction quant, structure-activity relationship 
anal. (MI-QSAR) to develop predictive models of partitioning of organic 
compds . in gastrointestinal cells . A training set of 22 structurally 
diverse compds., whose apparent permeability across cellular membranes of 
Madin-Darby canine kidney (MDCK) cells were measured, were used to 
construct MI-QSAR models. Mol. dynamic simulations were used to determine the 
explicit interaction of each test confound (solute) with a 
dimyristoyl-phosphatidyl-choline monolayer membrane model. An addnl. set 
of intramol . solute descriptors were computed and considered in the trial 
pool of descriptors for building MI-QSAR models. The QSAR models were 
optimized using multidimensional linear regression fitting and the 
stepwise method- A test set of 8 compds. were evaluated using the MI-QSAR 
models as part of a validation process. MI-QSAR models of the 
gastrointestinal absorption process were constructed. The 
descriptors found in the best MI-QSAR models are as follows: (1) ClogP 
(the logarithm of the 1-octanol/water partition coefficient); (2) EHOMO (the 
HOMO energy); (3) Es (stretch energy); (4) PMY (the principal moment of 
inertia Y, the inertia along the y axis in the rectangular coordinates; 
(5) Ct (total connectivity) ; and 6) Enb (the energy of interactions 
between all of the non-bonded atoms) . The most important descriptor in 
the models is ClogP. "Permeability is not only determined by the properties of 
drug mols-, but is also very much influenced by the mol . -membrane 
interaction process . 
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TI Stability of Salivary Concentrations of the Newer Antiepileptic Drugs in 
the Postal System 

AU Jones, Mikael D.; Ryan, Melody; Miles, Michael V.; Tang, Peter H.; 

Fakhoury, Toufic A.; De Grauw, Ton J.; Baumann, Robert J. 
CS University of Kentucky Chandler Medical Center, Lexington, KY, 40536-0082, 

USA 

SO Therapeutic Drug Monitoring (2005), 27(5), 576-579 

CODEN: TDMODV; ISSN: 0163-4356 
PB Lippincott Williams & Wilkins 
DT Journal 
LA English 

AB Saliva antiepileptic drug (AED) concns. strongly correlate with serum 
concns. Saliva collection is painless and noninvasive, and untrained 
personnel can easily be taught the collection process. Remote 

patients could mail saliva samples to a laboratory for monitoring, and samples 
could be obtained in the immediate postictal state to provide a 
"real-time" concentration The objectives of this study were to assess the 
stability of saliva lamotrigine (LMT) , levetiracetam (LEV) , oxcarbazepine 
(OXC) , topiramate (TPM) , and zonisamide (ZNS) concns. sent through the 
United States Postal Service (USPS) and to quantify the amount of time 
needed for patients and the USPS to return samples to clinic. Saliva 
samples were obtained from patients currently taking 1 of the targeted 
AEDs. Samples were split into 2 storage vials. One sample was sealed in 
an addressed envelope, which the patient mailed from home, whereas the 
other sample was frozen immediately. Postmark date and day returned were 
collected for mailed samples. Saliva concns. were determined using HPLC. 
Wilcoxon rank sum tests were used to compare the immediately-frozen and 
mailed sample means. Correlations were determined by the Spearman test. 
Thirty-seven patients were enrolled in the study. The median time between 
collection and postmark was 1 day (range 0-6 days); and between collection 
and receipt was 4 days (range 1-160 days). The mean concns. for mailed 
and immediately frozen samples were similar for each AED (P > 0.15). 
Spearman rank order correlations between mailed and immediately frozen 
aliquots were strong (LMT rs = 1, LEV rs = 1, OXC rs = 0.964, TPM rs = 
0.90, and ZNS rs = 1) . Saliva samples mailed by patients maintain 
stability and can be returned in a reasonable length of time. Further 
studies are needed to assess patient/caretaker capability of obtaining an 
adequate sample. 
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TI Transbuccal delivery of lamotrigine across porcine buccal mucosa: In vitro 

determination of routes of buccal transport 
AU Mashru, Rajashree; Sutariya, Vijay; Sankalia, Mayur; Sankalia, Jolly 
CS Pharmacy Department, Faculty of Technology and Engineering, The M. S. 

University of Baroda, Vadodara, India 
SO Journal of Pharmacy & Pharmaceutical Sciences (2005), 8(1), 54-62 

CODEN: JPPSFY; ISSN: 1482-1826 

URL: http: //www. ualberta . ca/'-csps/ JPPS8 (1) /V. Sutariya/lamotrigine.pdf 
PB Canadian Society for Pharmaceutical Sciences 
DT Journal; (online coitputer file) 
LA English 

AB The aim was to determine the major routes of buccal transport of lamotrigine 
and to examine the effects of pH on drug permeation. Transbuccal 
permeation of lamotrigine across porcine buccal mucosa was studied by 
using in-line Franz type diffusion cell at 37**C. The permeability 
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of lamotrigine was determined at pH 4.0 to 9.0. The permeability of unionized 
(Pu) and ionized (Pi) species of drug were calculated by fitting the data to a 
math, model. Lamotrigine was quantified by using the HPLC method. The 
steady state flux increased linearly with increasing the donor concentration 

{r2 

= 0.9639) at pH 7.4. The permeability coefficient and the partition 
coefficient of 

the drug increased with increasing the pH. The values of Pu and Pi were 
0.7291 + 10-5 cm/s and 0.2500 + 10-5cm/s, resp. The observed 

permeability coeffs. and the permeability coef f s . calculated from math, model 
at various pH showed good linearity (r2 = 0.9267). The total permeability 
coefficient increased with increasing the fraction of unionized form of the 
drug. Lamotrigine permeated through buccal mucosa by a passive diffusion 
process. The partition coefficient and pH dependency of drug 
permeability indicated that lamotrigine was transported mainly via the 
transcellular route by a partition mechanism. 
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TI Method of biochemical treatment of persistent pain by inhibiting 

biochemical mediators of inflammation 
IN Omoigui, Osemwota Sota 
PA USA 

SO U.S. Pat. Appl. Publ., 40 pp., Cont . -in-part of U.S. Ser. No. 224,743. 
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DT Patent 
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AB The invention discloses a method for the biochem. treatment of persistent 
pain disorders by inhibiting the biochem. mediators of inflammation in a 
subject, comprising administering to the subject any one of several 
combinations of components that are inhibitors of biochem. mediators of 
inflammation. The process for biochem. treatment of persistent 
pain disorders is based on Sota Omoigui *s Law, which states: 'The origin 
of all pain is inflammation and the inflammatory response'. Sota 
Omoigui * s Law of Pain unifies all pain syndromes as sharing a common 
origin of inflammation and the inflammatory response. The various 
biochem. mediators of inflammation are present in differing amts. in all 
pain syndromes and are responsible for the pain experience. 
Classification and treatment of pain syndromes should depend on the 
complex inflammatory profile. A variety of mediators are generated by 
tissue injury and inflammation. These include substances produced by 
damaged tissue, substances of vascular origin as well as substances 
released by nerve fibers themselves, sympathetic fibers and various immune 
cells. Biochem. mediators of inflammation that are targeted for 
inhibition include but are not limited to: prostaglandin, nitric oxide, 
tumor necrosis factor a, interleukin la, interleukin ip, 

interleukin 4, Interleukin 6, and interleukin 8, histamine and serotonin, 
substance P, matrix metalloproteinase, calcitonin gene-related peptide, 

vasoactive intestinal peptide, as well as the potent inflammatory mediator 
peptide proteins neurokinin A, bradykinin, kallidin and T-kinin. 
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TI Water dispersible tablet 

IN Gupta, Vinod Kumar; Vaya, Navin; Sougata, Pramanick 
PA Torrent Pharmaceuticals Limited, India 
SO PCT Int. Appl., 33 pp. 
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This invention relates to a water-dispersible formulation of an active 
pharmaceutical ingredient or pharmaceutically acceptable salt hereof and 
one or more adjuvants without the use of swellable clay. More 
particularly, the invention comprises a dispersible formulation of 
anti-epileptic drug - lamotrigine. This invention further relates to a 
process for the preparation of said formulation. 
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Process for preparation of 3, 5-diamino-6- (2, 3-dichlorophenyl) - 

1,2, 4-triazine (Lamotrigine) via reaction of 2, 3~dichlorobenzoyl chloride 

with cuprous cyanide and then with aminoguanidine bicarbonate followed by 

cyclization. 

Vyas, Sharad Kumar 

Torrent Pharmaceuticals Ltd., India 
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AB Lamotrigine was prepared by reaction of 2, 3-dichlorobenzoyl chloride with 
CuCN (1:1-2 molar ratio) in MeCN and a cosolvent to produce 
dichlorobenzoyl cyanide, reaction of the latter with aminoguanidine 
bicarbonate to produce the cyanoimine intermediate 2- [cyano (2, 3- 
dichlorophenyl) methylene] hydrazinecarboximidamide, and cyclization of this 
in the presence of aqueous KOH at 80*-reflux. 
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Compositions treatment of chronic inflammatory diseases 
Shapiro, Howard K. 



USA 
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This invention defines novel compns . that can be used for clin. treatment 
of a class of chronic inflammatory diseases. Increased generation of 
carbonyl substances, aldehydes and ketones, occurs at sites of chronic 
inflammation and is common to the etiologies of all of the clin. disorders 
addressed herein. Such carbonyl substances are cytotoxic and addnl . serve 
to perpetuate and disseminate the inflammatory process. This 
invention defines use of compns., the orally administered required primary 
agents of which are primary amine derivs. of benzoic acid capable of 
reacting with the carbonyl substances'. P-Aminobenzoic acid (or PMA) is 
an example of the required primary agent of the present invention. PABA 
has a small mol. weight, is water soluble, has a primary amine group which 
reacts with carbonyl-containing substances and is tolerated by the body in 
relatively high dosages for extended periods. The method of the present 
invention includes administration of a composition comprising: (1) an orally 
consumed primary agent; (2) a previously known medicament co-agent 
recognized as effective to treat a chronic inflammatory disease addressed 
herein administered to the mammalian subject via the oral route, other 
systemic routes of administration or via the topical route; and (3) 
optionally 1 or more addnl. orally consumed co-agent selected from the 
group consisting of antioxidants, vitamins, metabolites at risk of 
depletion, sulfhydryl co-agents, co-agents which may facilitate 
glutathione activity and nonabsorbable primary amine polymeric co-agents. 
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so as to produce an additive or synergistic physiol . effect of an 
anti-inf laitimatory nature. 
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Pharmaceutical formulations comprising microparticles with improved 
dispersibility, suspendability or wettability 

Chickering, Donald E. ; Reese, Shaina; Narasimhan, Sridhar; Straub, Julie 
A.; Bernstein, Howard; Altreuter, David; Huang, Eric K.; Brito, Luis A.; 
Jain, Rajeev A. 
USA 
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Methods are provided for making a dry powder blend pharmaceutical 
formulation, comprising the steps of: (a) providing microparticles which 
comprise a pharmaceutical agent; (b) blending the microparticles with at 
least one excipient in the form of particles to form a powder blend; and 
(c) jet milling the powder blend to form a dry powder blend pharmaceutical 
formulation having improved dispersibility, suspendability, or wettability 
as compared to the microparticles of step (a) or the powder blend of step 
(b) . The method can further include dispersing the dry powder blend 
pharmaceutical formulation in a liquid pharmaceutically acceptable vehicle 
to make an formulation suitable for injection. Alternatively, the method 
can further include processing the dry powder blend pharmaceutical 
formulation into a solid oral dosage form. In one embodiment, the 
microparticles of step (a) are formed by a solvent precipitation or 
crystallization 

process. PLGA microspheres containing mannitol and Tween 80 having 

number average particle size of 1.96 |am, and voliome average particle size of 

4.04 

pm were prepared The jet milling provided significant particle 
deagglomeration . 
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TI Prediction of intestinal epithelial transport of drug in (Caco-2) cell 

culture from molecular structure using in silico approaches during early 
drug discovery 

Aa Ponce, Yovani Marrero; Perez, Miguel A. Cabrera; Zaldivar, Vicente Romero; 

Sanz, Marival Bermejo; Mota, Dany Siverio; Torrens, Francisco 
CS Department of Pharmacy, Faculty of Chemical -Pharmacy, Central University 

of Las Villas, Villa Clara, 54830, Cuba 
SO Internet Electronic Journal of Molecular Design (2005), 4(2), 124-150 

CODEN: lEJMAT; ISSN: 1538-6414 

URL: ftp: //biochempress. com/iejmd_2005_4_0124 .pdf 
PB BioChem Press 

DT Journal; (online computer file) 
LA English 

AB Motivation: The high interest in the prediction of the intestinal 

absorption for new chemical entities is generated by the increasing rate in 
the synthesis of compds. by combinatorial chemical and the extensive cost of 
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the traditional evaluation methods. Method: Novel mol . descriptors have 
been applied to estimate the intestinal epithelial transport of drug in Caco-2 
cell culture. Total and local (atom and atom-type) quadratic indexes used 
in this study were calculated by TOMOCOMD-CARDD software. Linear Discriminant 
Anal. (LDA) was used to obtain a quant, model that discriminates the high 
absorption compds . (P > 8+10-6 cm/s) from those with 
moderate-poor absorption (P < 8+10-6 cm/s) . A data set of 134 
diverse structure drugs and two series of drugs-like compds . (12 compds . ) 
were used as training and test set, resp. In addition. Multiple Linear 
Regression (MLR) has been carried out to derive QSPerR models. All 
statistical analyses were performed with the STATISTICA software package. 
Results: The obtained LDA model classified correctly 81.13% of compds. 
with moderate-poor absorption properties and the 96.30% of compds. with 
high absorption, showing a global good classification of 90.30% in the 
training set. The model showed a high Matthews* correlation coefficient (MCC = 
0.80). . Internal and external validation processes to demonstrate the 
robustness and predictive power of the obtained model were carried out. 
In this sense, the model classified correctly 87.31% (MCC = 0.73) in the 
leave-one-out cross-validation procedure. The discriminant model was also 
assessed by a 10 fold full cross-validation (removing approx. 13 compds. 
in each cycle, 85.82% of good classification), yielding a MCC of 0.70. 
Also this model shown an 87.5, 85.6, 84.7, 85.0, 85.3, 83.5, 84.1, 86.2, 
85.9 and 85.9% of global good classification when n varied from 2 to 11 in 
the leave-n-out cross validation procedure. The model was stabilized 
around 85.9% when n was > 9. In addition, a data set of 7 HIV protease 
inhibitors (4 linear peptidomimetic and 3 new cyclic urea) and 5 new 6 
fluoroquinolones derivs - was used as external test set. The LDA-QSPerR 
model achieved a MCC of 0.71 (83.33% correct prediction) in this study. 
This approach permits us to obtain a good explanation of the experiment based 
on the mol. structural features, evidencing the main role of H-bonding and 
size properties in permeability process. Finally, the model 
developed was used in the virtual screening of 241 drugs with the 
percentage of human intestinal absorption (Abs %) values reported. A 
relationship between the predicted permeability coeffs. in Caco-2 and the 
Abs % (145 compds. with good data quality) was established, with a 
percentage of good relation greater than 82 %. A comparison with results 
derived from other three theor. studies shown a quite satisfactory 
behavior of the present method. Conclusions: All these results shown that 
total and local (atom and atom-type) quadratic indexes can successfully 
predict intestinal permeability and suggest that the proposed methodol . 
will be a good tool for studying the oral absorption of drug candidates 
during the drug development process. 
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AB This invention relates to a unique process for the preparation of 

polymeric nanoparticles with target mols. bonded to the surface of the 
particles and having sizes of up to 1000 nm, preferably 1-400 nm, more 
preferably 1-200 nm, that are dispersed homogeneously in aqueous solution To 
accomplish the above objective, the polymeric nanoparticles of the subject 
invention are prepared using a novel technique of microemulsion polymerization 

The 

resulting aqueous solution of polymeric nanoparticles is con^rised of about 

1-100 

parts per weight of water or buffer, about 1-80 parts per weight of polymeric 
nanoparticles, which the bioactive mols. are conjugated, about 0.001-10 
parts per weight of emulsifier, and about 0.00001-5 parts per weight of radical 
initiator based on the weight of the solution In the method of this invention, 
the target drug/target substance is covalently bonded to the polymeric 
nanoparticles to secure them from outer intervention in vivo or cell 
culture in vitro until they aire exposed at the target site within the 
cell. Nanoparticles of ethylacrylate-N-methylthiolated 3-lactam copolymer 
were prepared by a radical polymerization using potassium persulfate as the 
initiator and the sodium salt of dodecyl sulfate as the surfactant. The 
particle size was 40-80 nm. The antibacterial activity of the 
nanoparticles is shown. 
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AB The human intestinal absorption (HIA) of drugs was studied using a topol. 
sub-structural approach (TOPS-MODE) . The drugs were divided into three 
classes according to reported cutoff values for HIA. "Poor" absorption 
was defined as HIA <30%, "high" absorption as HIA >80%, 

whereas "moderate" absorption was defined between these two values (30% < 
HIA < 79%) . Two linear discriminant analyses were carried out on a 
training set of 82 compds. The percentages of correct classification, for 
both models, were 89.02%. The predictive power of the models were 
validated by three test: a leave-one-out cross validation procedure (88.9% 
and 87.9%), an external prediction set of 127 drugs (92.9% and 80.31%) and 
a test set of 109 oral drugs with bioavailability values reported (93.58% 
and 91.84%). Finally, pos. and neg. sub-structural contributions to the 



10/528,379 



HIA were identified and their possibilities in the lead generation and 
optimization process were evaluated. 
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AB The present invention relates to novel crystalline forms of lamotrigine, to 

processes for their preparation and pharmaceutical compns . containing them. A 
process for preparation of crystalline forms of lamotrigine comprises steps 
of (i) dissolving lamotrigine in a solvent, (ii) maintaining the solvent 
at certain temperature for certain time, and (iii) filtering the crystal form 
solid. For exairple, 10 g of lamotrigine was added to 100 mL of dioxane, 
maintained at 50** to 55** for 60 min, cooled to 25° 

and maintained at this temperature for 2 h. The solid was separated by 
filtration 

to give 8.5 g of Form II lamotrigine. 
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AB 



acid 



The present invention relates to a stable pharmaceutical cortposition of 
lamotrigine and pharmaceutically acceptable acid addition salts thereof. The 
invention also relates to a process for the preparation of such a 
composition The pharmaceutical composition includes: 0.1-50 lamotrigine or 

addition salt thereof, 15.5-70% microcryst. cellulose, 0.1-14.5% sodium 
starch glycolate, and 0.1-4.5% polyvinylpyrrolidone. 
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AB Embodiments of the invention relate to a composition, a process of 

making the composition, and to the use of the composition The compns . include 

a 

mol. complex formed between an alkaline pharmaceutical and at least one 
selected from a hydroxyacid, a polyhydroxy acid, a related acid, a 
lactone, or combinations thereof. The compns. provide improved 
bioavailability and improved delivery of the drug into the cutaneous 
tissues. For example, diphenhydramine hydrochloride 29 g (0.1 mol) was 
dissolved in water (50 mL) and 5N sodium hydroxide (20 mL) was slowly 
added to generate diphenhydramine as a free base as shown by the formation 
of oily ppts. and the change from pH 5.5 to 9.4. Gluconolactone 18 g (0.1 
mol) was added to form a mol. complex between the diphenhydramine free 
base and gluconic acid/gluconolactone as shown by the disappearance of the 
oily ppts. and the change from pH 9.4 to 7.4. The solution thus obtained 
contained 0.1 mol diphenhydramine in mol. complex with 0.1 mol gluconic 
acid/gluconolactone. This concentrated stock solution was used for various 

forms 

of topical formulations including oil-in-water creams, lotions, gels and 
solns. 
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AB The binding affinities to human serum albumin for 94 diverse drugs and 

drug-like compds. were modeled with the descriptors calculated from the mol. 
structure alone using a quant, structure-activity relationship (QSAR) 
technique. The heuristic method (HM) and support vector machine (SVM) 
were utilized to construct the linear and nonlinear prediction models, 
leading to a good correlation coefficient (R2) of 0.86 and 0.94 and 
root-mean-square errors (rms) of 0.212 and 0.134 albumin drug binding 
affinity units, resp. Furthermore, the models were evaluated by a 10 
compound external test set, yielding R2 of 0.71 and 0.89 and rms error of 
0.430 and 0.222. The specific information described by the heuristic 
linear model could give some insights into the factors that are likely to 
govern the binding affinity of the compds . and be used as an aid to the 
drug design process; however, the prediction results of the 
nonlinear SVM model seem to be better than that of the HM. 
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AB Purpose: We investigated the effects of lamotrigine (LTG) on the rapidly 
inactivating A-type K+ Current (lA) in embryonal hippocampal neurons. 
Methods: The whole-cell configuration of the patch-clamp technique was 
applied to investigate the ion currents in cultured hippocampal 
neuron-derived H19-7 cells in the presence of LTG. Effects of various 
related compds . on lA in H19-7 cells were compared. Results: LTG (30 
nM-3 mM) caused a reversible reduction in the amplitude of lA. The median 
inhibitory concentration (IC50) value required for the inhibition of lA by LTG 
was 160 mM. 4-Aminopyridine (1 mM) , quinidine (30 mM) , and 
capsaicin (30 mM) were effective in suppressing the amplitude of lA, 
whereas tetraethyl ammonium chloride (1 mM) and gabapentin (100 mM) had 
no effect on it. The time course for the inactivation of lA was changed 
to the biexponential process during cell exposure to LTG (100 
mM) . LTG (300 mM) could shift the steady-state inactivation of lA 
to a more neg. membrane potential by approx. -10 mV, although it had no 
effect on the slope of the inactivation curve. Moreover, LTG (100 ^iM) 
produced a significant prolongation in the recovery of lA inactivation. 
Therefore in addition to the inhibition of voltage-dependent Na+ channels, 
LTG could interact with the A-type K+ channels to suppress the amplitude 
of lA. The blockade of lA by LTG does not simply reduce current 
magnitude, but alters current kinetics, suggesting a state-dependent 
blockade. LTG might have a higher affinity to the inactivated state than 
to the resting state of the lA channel. Conclusions: This study suggests 
that in hippocampal neurons, during exposure to LTG, the LTG-mediated 
inhibition of these K+ channels could be one of the ionic mechanisms 
underlying the increased neuronal excitability - 
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AB Methods and compds . for treating diseases, e.g. inflammation 

process-associated states, with tetracycline compds. having a target 
therapeutic activity are described. Preparation of selected tetracycline 
compds, is described. 
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AB The invention relates to crystalline lamotrigine (3, 5-diamino-6- (2 , 3- 

dichlorophenyl) -1, 2, 4-triazine) (I) monohydrate and anhydrous lamotrigine. 
An improved process for manufacturing these products cpmprises 
reacting 2, 3-dichlorobenzoyl cyanide with aminoguanidine bicarbonate in 
aqueous mineral acid, optionally together with a water miscible organic 

solvent, 

at 30-80*" to produce the 2- (2, 3-dichlorophenyl ) -2- 

(guanidinylimino) acetonitrile (Schiff base) (II). The Schiff base II is 
further cyclized in aqueous organic solvent, e.g. ale. to produce pure 
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lamotrigine of a pharmaceutically acceptable quality which on further 
drying at 45-50* under vacuum yields lamotrigine monohydrate, 
and/or on further drying at 100-110** yields anhydrous lamotrigine. 
The lamotrigine monohydrate or anhydrous lamotrigine thereby produced may 
then be brought into association with a pharmaceutically acceptable carrier 
for administration to a patient in need thereof. 
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AB A method for preparing the intermediate 2- (2, 3-dichlorophenyl) -2- 

(aminoguanidine) acetonitrile (I; m.p. ISO-ISS*") which comprises the 
condensation reaction of 2, 3-dichlorobenzoyl cyanide with aminoguanidine 
bicarbonate in a non-aqueous medium in the presence of methanesulf onic acid 
which produces good I yields and short reaction times. I is cyclized into 
3,5-diamino-6-{2,3-dichlorophenyl)-l,2,4-triazine (II; m.p. 217*) 
under reflux in an aliph ale. (e.g., ethanol) or ale. -water mixture 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB High-purity 3, 5-diamino-6- (2 , 3-dichlorophenyl) -1, 2, 4-triazine (I; i.e., 

lamotrigine) is prepared by the condensation reaction of 2 , 3-dichlorobenzoyl 
cyanide (II) with 1-2 mol equivalent of an aminoguanidine salt (e.g., 
aminoguanidine dimesylate) in 3-6 mol equivalent of raethanesulf onic acid, then 
the obtained adduct (III) is transformed without isolation into the 
desired product by contacting it with magnesium oxide, followed by 

crystallization 

of the product from an appropriate organic solvent (e.g., acetone). 
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disorders of personal attachment and deficient social interaction 
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AB The invention provides a process for treatment of central 

nervous system disorders characterized by interpersonal discomfort and 
awkwardness, diminished social approach and initiative, and paucity of 
interpersonal attachments and social interactions . Abnormal perceptions 
of interpersonal communication and peculiarities of social behavior 
commonly accompany these syir^toms. Inhibited initiation of social 
behavior and personal attachment are cardinal symptoms of schizotypal 
personality disorder, schizoid personality disorder, paranoid personality 
disorder, avoidant personality disorder; pervasive developmental disorder, 
and Aspberger's syndrome. These symptoms may also in the form of clin. 
significant social introversion that does not meet the threshold for a 
formal psychiatric disorder by current diagnostic stds. such as DSM-IV. 
The treatment provides a process of symptomatic relief and 
stabilization of the course of these disorders. The methodol. of the 
invention uses administration of an anticonvulsant which modulates 
dopamine activity. 
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TI Pharmacological characterization of acid-induced muscle allodynia in rats 
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SO European Journal of Pharmacology (2004), 487(1-3), 93-103 
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AB Previous studies have shown that repeated injections of acidic saline, 
given into the lateral gastrocnemius muscle of rats, results in a 
bilateral reduction in withdrawal threshold to tactile stimulation of the 
hindpaws. We have now characterized this model of muscoskeletal pain 
Pharmacol., by evaluating the antinociceptive effects of various 
analgesics after systemic administration. The M.-opioid receptor 
agonist morphine (3 and 6 mg/kg) produced a particularly prolonged 
antiallodynic effect. The glutamate receptor antagonists NS1209 and 
ketamine (6 and 15 mg/kg, resp.), the KCNQ K+ channel openers retigabine 
and flupirtine (10 and 20 mg/kg, resp.) and the Na+ channel blocker 
mexiletine (37.5 mg/kg) also significantly increased paw withdrawal 
threshold, although to a lesser degree than morphine. In contrast, the 
anticonvulsant lamotrigine (30 mg/kg), the cyclooxygenase-2 inhibitor 
carprofen (15 mg/kg) and the benzodiazepine diazepam (3 mg/kg) were 
ineffective. All antinociceptive effects were observed at nonataxic doses as 
determined by the rotarod test. These results suggest that in this model, 
muscle-mediated pain can be alleviated by various analgesics with 
differing mechanisms of action, and that once established ongoing 
inflammation does not appear to contribute to this process. 
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WO 2003-IN262 W 20030801 

AB A dosage form comprising of a high dose, high solubility active ingredient as 
modified release and a low dose active ingredient as immediate release 
where the weight ratio of immediate release active ingredient and modified 
release active ingredient is from 1:10 to 1:15000 and the weight of modified 
release active ingredient per unit is from 500 mg to 1500 mg; a 
process for preparing the dosage form. An inner portion contained 
pravastatin sodiiim, lactose monohydrate, starch, Mg stearate, Na starch 
glycolate and dye to make tablets. An outer portion contained niacin, 
Eudragit RSPO to form granules and they were coated with hydrogenated 
castor oil in acetone and mixed with Mg stearate. Tablets were prepared by 
conpression such that the resultant tablets have an inner portion covered 
by the outer portion from all sides except the top surface that remains 
uncovered and the level of the inner portion and the outer portion is on 
the same surface. 
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AB Rapidly disintegrating multiparticulate controlled-release formulations of 
lamotrigine having an improved pharmacokinetic profile and improved 
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patient compliance, and process of preparing the formulations are 
described. The formulations comprise pelleted cores covered with one or 
more different rate-controlling polymeric membrane(s). It provides better 
control of blood plasma levels than conventional tablet formulations that 
is administered once or more times a day. For example, granules (core 
particles, diameter of 0.15 to 0.30 mm) were prepared using a fluidized bed 
processor from 750 g of microcryst. cellulose and a bulk liquid containing 
lamotrigine 900.00 g, hydroxypropyl Me cellulose 545.45 g, and water 13.20 
kg. The 1500 g of the drug granules (core particles) were spray coated 
with a rate-controlling coating membrane composition containing Eudragit RS 
163.84 g, Eudragit RL PO 8.617 g, tri-Et citrate 34.5 g, talc 55.52 g, 
methylene chloride 997.5 g, and iso-Pr ale. 1671.25 g to obtain 
controlled-release particles. The controlled-release particles prepared 
were filled into capsules (50 mg/capsule) and showed better 
pharmacokinetic profile than the conventional tablets. 
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NMR relaxation studies 
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AB Water-macromols . and ligand-macromols . interactions were investigated 

considering the effects induced by the presence of a macromol. on both the 
water and the ligand NMR selective (RISE) and non-selective (RINS) 
spin-lattice relaxation rates . The results obtained from the solvent 
studies were used to describe the solvent dynamics at the 
macromol. -sol vent interface. On the other hand, ligand RISE and RINS 
anal- allowed the definition of the "affinity index", [A]TL, an index 
related to the extent of the macromol . -ligand recognition process 
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AB Title compds. [I; R = (substituted) alkyl, aryl] , were prepared by reaction 
of RCOCN with aminoguanidine in the presence of an organic sulfonic acid in 
an organic solvent under anhydrous conditions to give (HO)C(R) (CN) NHNC (NH2) 2, 
dehydration of this to give NCC (R) [ :NN: C (NH2 ) 2] , and cyclization of the 
latter. Thus, aminoguanidine hydrochloride in DMF was treated with MeS03H 
and 2, 3-dichlorobenzoyl chloride followed by stirring for 1 h, addition of 
S0C12, and stirring for 1 h to give 39.2% iminoguanidine derivative The 
latter was refluxed with KOH in Me2CHOH to give 82% lamotrigine 
monohydrate . 
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AB The present application concerns gastric retention devices formed from 
compns. comprising polymeric materials, such as polysaccharides, and 
optional addnl. materials including excipients, therapeutics, and 
diagnostics, that reside in the stomach for a controlled. and prolonged 
period of time. Dry powders of xanthan gum and locust bean gum were mixed 
intimately were converted to dried films. The dried films were compressed 
with the help of specially made punches and dies. A series of dies with 
decreasingly narrow internal diams . were used. A punch pushes the film 
from one die into the next die, followed by pushing of the film by another 
punch into the next die. This process takes place in succession 
until a point is reached where the film is small enough to put into a 
desired capsule size. 
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PiB In kindling models of epilepsy, the period during which repeated 

stimulation evokes intensifying seizures is attributed to an underlying 
epileptogenic process, and the point at which class 5 kindled 
seizures occur is considered the established epileptic state. Previous 
studies have indicated that a separation can occur between drug effects on 
these two components. For example, carbamazepine and phenytoin inhibit 
kindled seizures but have no effect on seizure development, whereas 
levetiracetam inhibits both components. We have investigated the profile 
of lamotrigine in the amygdala kindling model, including levetiracetam for 
comparison. As expected, both treatments dose-dependently inhibited class 
5 kindled seizures. In a sep. study, daily administration of either 
lamotrigine (20 mg kg-1 i.p.) or levetiracetam (50 mg kg-1 i.p.) 
demonstrated antiepileptogenic-like effects by blocking seizure 
. development during the treatment period. Following cessation of drug 
treatment, further daily stimulation resulted in kindled seizure 
development, though there was a significant increase with both treatment 
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groups, relative to the control group, in the total number of stimulations 
required to produce classes 3 and 5 seizures. In addition, prior 
levetiracetam treatment appeared to delay or prevent the expected increase 
in after-discharge duration (ADD) . These results suggest that 
lamotrigine, like levetiracetam, possesses the ability to counteract 
kindling acquisition, which differentiates it from other drugs with sodium 
channel blocking activity. 
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Inhibition of Na+ current by imipramine and related compounds: different 
binding kinetics as an inactivation stabilizer and as an open channel 
blocker 

Yang, Ya-Chin; Kuo, Chung-Chin 
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CS Department of Physiology, National Taiwan University College of Medicine, 
Taiwan 

SO Molecular Pharmacology (2002), 62 (5), 1228-1237 

CODEN: M0PMA3; ISSN: 0026-895X 
PB American Society for Pharmacology and Experimental Therapeutics 
DT Journal 
LA English 

AB Use-dependent block of Na+ channels plays an important role in the action 
of many medications, including the anticonvulsants phenytoin, 
carbamazepine, and lamotrigine. These anticonvulsants all slowly yet 
selectively bind to a common receptor site in inactivated but not resting 
Na+ channels, constituting the mol. basis of the use-dependent block. 
However, it remains unclear what channel gating process "makes" 
the receptor, where the receptor is located, and how the slow drug binding 
rate (to the inactivated channels) is contrived. ' Imipramine has a di-Ph 
structural motif almost identical to that in carbamazepine (a 
dibenzazepine tricyclic compound) , as well as a tertiary amine chain similar 
to that in many prototypical local anesthetics, and has also been reported 
to inhibit Na+ channels in a use-dependent fashion. We found that 
imipramine selectively binds to the inactivated (dissociation constant 
.apprx.1.3 mM) rather than the resting Na+ channels (dissociation constant 
>130 mM) . Moreover, imipramine rapidly blocks open Na+ channels, with 
a binding rate . apprx. 70-fold faster than its binding to the inactivated 
channels. Similarly, carbamazepine and diphenhydramine are open Na+ 
channel blockers with faster binding rates to the open than to the 
inactivated channels. These findings indicate that the anticonvulsant 
receptor responsible for the use-dependent block of Na+ channels is 
located in or near the pore (most likely in the pore mouth) and is made 
suitable for drug binding during channel activation. The receptor, 
however, continually changes its conformation in the subsequent gating 
process^ causing the slower drug binding rates to the inactivated 
Na+ channels. 

RE.CNT 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L5 ANSWER 35 OF 53 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2002:456939 CAPLUS 
DN 138:214872 

TI Time course of lamotrigine de-induction: impact of step-wise withdrawal of 

carbamazepine or phenytoin 
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AB Objective: The objective of the present anal, is to examine lamotrigine 
(LTG) pharmacokinetics both during polytherapy with enzyme inducing 
antiepileptic drugs and to evaluate the time course of de-induction 
following the step-wise withdrawal of enzyme inducers. Background: LTG 
pharmacokinetics can be significantly influenced by concomitant AEDs, and 
the addition of enzyme inducers can markedly increase LTG clearance, thereby 
reducing serum concns. A clin. relevant question is how will LTG 
clearance and resulting plasma concns. be altered during concomitant 
enzyme inducer withdrawal/conversion process. Design/Method: As 
part of a previously published, active-control, LTG monotherapy trial, 
dose and plasma concentration data for LTG, carbamazepine (CBZ) or phenytoin 
(PHT) were obtained. Following the attainment of a LTG target dose of 500 
mg/day, CBZ or PHT were withdrawn in weekly 20% decrements. Following 
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inducer withdrawal, LTG was then continued as monotherapy for an addnl . 12 
wk. Plasma concns. and daily doses of LTG, CBZ, or PHT were obtained at 
regularly scheduled study visits during inducer withdrawal and during LTG 
monotherapy. Pharmacokinetic anal, of the plasma concentration data was done 

to 

determine the time-course and effect of inducer plasma concentration on LTG 

oral 

clearance (Clo) , where LTG Clo was estimated as the dose/concentration ratio. 
Results: Of the 156 patients enrolled in this trial, 76 were assigned to 
LTG arm, 43 completed the withdrawal to monotherapy phase with 28 
successfully completing the study. . In a subset anal, of completers, LTG 
Clo determined prior to withdrawal of the inducers was significantly greater 
patients (n=28) on LTG+PHT (160% increase) than in those (n=48) receiving 
LTG+CBZ (62% increase): 1.77±0.77 vs. 1.06±0.41 mL/min/kg, resp., 
p=0.017. The significant reduction in LTG Clo occurred only when CBZ plasma 
concns. reached approx. 2 j^g/mL or PHT plasma concns. reached zero. 
Conclusions: Mean LTG plasma concns. will approx. double following the 
withdrawal PHT; however increases of only 60% may occur following the 
withdrawal of CBZ. Importantly, these data suggest that LTG concns. would 
not be expected to increase until the concomitant inducer is almost 
completely removed. 
RE.CNT 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L5 ANSWER 36 OF 53 CAPLUS .COPYRIGHT 2006 ACS on STN 
AN 2002:303722 CAPLUS 
DN 137:303961 

TI The benefits of reversed phases with extended polar selectivity in 
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AB Reversed phases with extended polar selectivity offer alternative 

selectivity to current base-deactivated reversed-phase media by allowing 
residual silanols to play a major role in the retention process. 
These phases also show reduced hydrophobic retention, which can* be helpful 
with samples that contain both polar and nonpolar species. This article 
describes the use of phases with extended polar selectivity to reduce 
anal, time for wide-polarity-range samples, including the insecticide 
pirimicarb, simulated carboxylic acid degradants and phthalate esters - 
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AB Reversed phases with extended polar selectivity offer alternative 
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selectivity to current base-deactivated reversed-phase media by allowing 
residual silanols to play a major role in the retention process. 
These phases also show reduced hydrophobic retention, which can be helpful 
with samples that contain both polar and nonpolar species. This article 
describes the use of phases with extended polar selectivity to reduce 
anal, time for wide-polarity-range samples, including the insecticide 
pirimicarb, simulated carboxylic acid degradants, and phthalate esters. 
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amidinohydrazones as intermediates for synthesis of 3, 5-diamino-6-phenyl- 
l, 2, 4-triazines 
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AB The title compds. [I; R1-R5 = H, halo, alkyl, etc.], useful as 
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intermediates for synthesis of 1, 2, 4-triazines II (active in the treatment 
of CNS disorders), were prepared by reacting the benzoyl cyanides III with 
aminoguanidine bicarbonate in a mixture of a water-soluble solvent and 
polyphosphoric acid. Thus, reacting 2 , 3-dichlorobenzoyl cyanide with 
aminoguanidine bicarbonate in the presence of polyphosphoric acid in MeCN 
afforded 2, 3-dichlorobenzoyl cyanide amidinohydrazone which was then 
heated under reflux in PrOH to give 2, 3-diamino-6- (2, 3-dichlorophenyl) - 
1,2,4-triazine. 
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AB Acidic extracellular pH reduced high-voltage-activated (HVA) currents in 
freshly isolated cortical pyramidal neurons of adult rats, shifting 
activation to more pos. voltages (Vl/2=-18 mV at pH 7.4, -11 mV at pH 
6.4). Sipatrigine inhibited HVA currents, with decreasing potency at 
acidic pH (IC50 8 mM at pH 7.4, 19 mM at pH 6.4) but the degree of 
maximal inhibition was >80% in all cases (pH 6.4-8.0). Sipatrigine has 
two basic groups (pKA values 4.2, 7.7) and at pH 7.4 is 68% in monovalent 
cationic form and 32% uncharged. From simple binding theory, the pH 
dependence of sipatrigine inhibition indicates a protonated group with pKA 
6.6. Sipatrigine (50 pM) shifted the voltage dependence of channel 
activation at pH 7 . 4 (-7.6 mV shift) but not at pH 6.4. Lamotrigine has 
one basic site (pKA 5.5) and inhibited 34% of the HVA current, with 
similar potency over the pH range 6.4-7.4 (IC50 7.5-9 mM) . These data 
suggest that the sipatrigine binding site on HVA calcium channels binds 
both cationic and neutral forms of sipatrigine, interacts with a group 
with pKA=6.6 and with the channel activation process, and 
differs from that for lamotrigine. 
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AB Epilepsy may be considered as a group of disorders with only one thing in 
common: the fact that recurrent anomalous electrochem. phenomena appear in 



10/528,379 



the central nervous system. Different classes of drugs are included under 
the generic term of anticonvulsant drugs. All of them work by decreasing 
discharge propagation in different ways. Biopartitioning micellar 
chromatog. (BMC) is a mode of reversed-phase liquid chromatog., which can be 
used as an in vitro system to model the biopartitioning process 
of drugs when there are no active processes. In this paper, relationships 
between the BMC retention data of anticonvulsant drugs, their 
pharmacokinetics (oral absorption, protein binding, volume of distribution, 
clearance, and renal elimination) and their therapeutic parameters 
(therapeutic, toxic and comatose-fatal concentration, and LD50) are studied and 
the predictive ability of models is evaluated. 
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AB The main oral drug absorption barriers are fluid cell membranes and 
generally drugs are absorbed by a passive diffusion mechanism. 
Biopartitioning micellar chromatog. (BMC) is a mode of micellar liquid 
chromatog. that uses micellar mobile phases of Brij35 under adequate 
exptl. conditions and can be useful to mimic the drug partitioning 
process in biol. systems. In this paper the usefulness of BMC for 
predicting oral druig absorption in humans is demonstrated. A hyperbolic 
model has been obtained using the retention data of a heterogeneous set of 
74 compds . , which shows predictive ability for drugs absorbed by passive 
diffusion. The model obtained in BMC is compared with those obtained 
using the well-known systems (Caco-2 and TC-7) that use intestinal 
epithelixim cell lines. The use of BMC is simple, reproducible and can 
provide key information about the transport properties of new compds. 
during the drug discovery process. 
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AB A review with 79 refs. This article describes the mechanisms of 

idiosyncratic drug reactions (IDRs) and provides an anal, of potential 
methods for identifying patients at high risk for antiepileptic 
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idiosyncratic drug reactions. IDRs may be caused by toxic metabolites, 
either directly or indirectly (by way of an Immunol, response or a free 
radical -media ted process) . Four methods to potentially identify 
patients at high risk for AED IDRs are discussed: development of an 
"at-risk" clin. profile for a particular AED; identification of biomarkers 
that measure the formation of a toxic metabolite by a previously 
unrecognized bioactivation pathway for a particular AED; identification of 
biomarkers indicating deficient detoxification abilities [e.g., deficient 
free radical scavenging enzyme activities or low calculated oxidative 
protection (COP) ratios 1 and 2]; and identification of at-risk genetic 
markers. Clin, profiles for patients receiving valproic acid (VPA) , 
felbamate (FBM) , and lamotrigine (LTG) and who are at risk for development 
of AED IDRs are presented. Patients with VPA IDRs have deficient 
erythrocyte glutathione peroxidase activity,- low plasma selenium concns., 
low COPl ratios, and low C0P2 ratios compared with age-matched controls. 
Patients with FBM-associated aplastic anemia have deficient erythrocyte 
glutathione peiroxidase, superoxide dismutase (SOD), and glutathione 
reductase activities compared with age-matched controls. Use of at-risk 
clin. profiles (for VPA, FBM, and LTG) and measurement of erythrocyte 
glutathione peroxidase activity, erythrocyte SOD activity, and calcn. of 
COPl and C0P2 ratios (for VPA and FBM) are inexpensive, simple methods of 
identifying high-risk patients for IDRs. Research is needed to further 
characterize the mechanism of IDRs, to investigate the clin. utility of 
free radical-scavenging enzyme activity measurement and calcn. of COP 
ratios for other AED IDRs, and to develop addnl. methods of identifying 
patients at high risk for AED IDRs. 
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RU 2231526 C2 20040627 RU 2001-115698 19991207 

PRAI IN 1998-CA2171 A 19981214 

WO 1999-IB1955 W 19991207 

AB 3, 5-Diamino-6- {2, 3-dichlorophenyl) -1, 2, 4-tria2ine (lamotrigine) (I) useful 
as antiepileptic drug (no data) is prepared in a 3 step process. 
Thus, 2, 3-dichlorobenzoyl chloride was treated with cuprous cyanide in 
presence of acetonitrile and a solvent to produce 2, 3-dichlorobenzoyl 
cyanide, further with aminoguanidine and cyclized to produce I. 
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AB Poor intestinal permeability of drugs constitutes a major bottleneck in 
the successful development of candidate drugs. Fast computational tools 
to help in designing compds. with increased probability of oral absorption 
are required, since both medicinal and combinatorial chemists are under 
pressure to consider increasing nos . of virtual and existing compds. The 
QSAR paradigm for drug absorption is expressed as a function of mol. size, 
hydrogen-bonding capacity, and lipophilicity . A nonlinear PLS model that 
can be achieved with minimal computational efforts is described. The QSAR 
model correlates human intestinal absorption {%HIA) data, and apparent 
Caco-2 cell permeability data, to parameters calculated from mol. structures. 
Two properties were found to be relevant for absorption predictions, 
namely H-bonding capacity, and hydrophobic transferability. The parsimony 
principle was applied in several aspects: single conformers were used to 
compute mol. surface areas; the definitions of "polar" and "nonpolar" 
surfaces were done in a simplistic fashion; sinple and fast 2D descriptors 
were used to estimate other properties; the 1 PLS component model was 
selected. These choices result in a minimalistic model for oral 
absorption. The use of both %HIA and Caco-2 permeability data was found 
to stabilize and improve the model. This QSAR model can serve as a 
simple, quant, extension of the "rule of five" scheme, in a manner that 
can prove beneficial to the drug discovery process. 
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AB Diphenhydramine is an HI histamine receptor antagonist, yet it also has a 
clin. useful local anesthetic effect. We found that diphenhydramine 
inhibits the neuronal Na+ current, and the inhibition is stronger with 
more pos . holding potentials. The dissociation constant between 

diphenhydramine 

and the inactivated Na+ channel is .apprx. 10 jjM, whereas the dissociation 
constant between diphenhydramine and the resting channel is more than 300 
|jM, The local anesthetic effect of diphenhydramine thus is ascribable 
to inhibition of Na-H current by selective binding of the drug to the 
inactivated channels. Most interestingly, many other compds . , such as the 
anti-inflammatory drug diclofenac, the anticonvulsant drug phenytoin, the 
antidepressant drug imipramine, and the anticholinergic drug benztropine, 
have similar effects on neuronal Na+ current. There is no apparent common 
motif in the chemical structure of these compds . , except that they all 
contain two Ph groups. Mol . modeling further shows that the two benzene 
rings in all these drugs have very similar spatial orientations (stem bond 
angle, .apprx.llO degrees; center-center distance, .apprx.5 A). In 
contrast, the two Ph groups in phenylbutazone, a drug that has only a 
slight effect on Na+ current, are oriented in quite a different way. 
These findings strongly suggest that the two Ph groups are the key ligands 
interacting with the channel. Because the binding counterpart of a 
benzene ring usually is also a benzene ring, some aromatic side chain groups 
of the Na+ channel presumably are realigned during the gating 
process to make the very different affinity to the aforementioned 
drugs between the inactivated and the resting channels. 
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A method of testing the purity or stability to degradation of a sample of 

lamotrigine or a pharmaceutical dosage form comprising lamotrigine 

consists of assaying the sample for the presence of a compound selected from 

3-amino-6- (2, 3-dichlorophenyl) -1, 2, 4-triazine-5- (4H) -one and 

N- [5-amino-6- (2, 3-dichlorophenyl) -1,2, 4-triazine-3-yl] -2, 3- 

dichlorobenzamide (I) . A process for producing compound I, is 

also disclosed. Lamotrigine was treated with 2, 3-dichlorobenzoyl chloride 

to give I. TLC-densitometry was used to determine I in lamotrigine tablets. 
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The effects of nitrous oxide and the antiepileptic agent lamotrigine on 
nonstimulated and K+- and veratridine-stimulated release of 
D- [3H] aspartate from brain cortex sections of mice were studied. Sodium 
nitroprusside (0.1 mM) intensified nonstimulated (by 38 - 52%) and 
K+-stimulated (by 86%) release of labeled D-aspartate. Lamotridgin (0.1 
mM) inhibited nonstimulated and veratridine-stimulated release of the 
labeled D-aspartate (by 50 and 70%, resp.). Sodiiam nitroprusside 
completely reversed the inhibiting affect of lamotrigine on spontaneous 
and veratridine-stimulated release of D-aspartate. It is suggested that 
NMDA-subtype presynaptic receptors contribute to the regulation of 
D-aspartate release and the process is modulated by nitrous 
oxide . 
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AB Rat impacted brain injury models were used to conduct the study. Water 

content measured by drying-wet brain weight was increased, the injured brain 
tissue glutamine were increased after the injury; and the water and 
glutamine exhibited a self diffusion process. In the 

lamotrigine treated animals, the brain tissue water and glutamine contents 
increased after injury were significantly reduced, P< 0.01, 0.05. The 
results suggest that the lamotrigine is effective in reducing the cerebral 
edema after acute brain injury through the inhibition of releasing 
glutamine from the neuron. 
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AB Phenytoin, carbamazepine, and lamotrigine are anticonvulsants frequently 
prescribed in seizure clinics. These drugs all show voltage-dependent 
inhibition of Na+ currents, which has been implicated as the major 
mechanism underlying the antiepileptic effect. This study examined the 
inhibition of Na+ currents by mixts. of different anticonvulsants. Quant, 
anal, of the shift of steady state inactivation curve in the presence of 
multiple drugs argues that one channel can be occupied by only one drug 
mol. Moreover, the recovery from inhibition by a mixture of two drugs (a 
fast-unbinding drug plus a slow- unbinding drug) is faster, or at least not 
slower, than the recovery from inhibition by the slow- unbinding drug 
alone. Such kinetic characteristics further strengthen the argument that 
binding of one anticonvulsant to the Na+ channel precludes binding of the 
other. It is also found that these anticonvulsants are effective 
inhibitors of Na+ currents only when applied externally, not internally. 
Altogether these findings suggest that phenytoin, carbamazepine, and 
lamotrigine bind to a common receptor located on the extracellular side of 
the Na+ channel. Because these anticonvulsants all have much higher 
affinity to the inactivated state than to the resting state of the Na+ 
channel, the anticonvulsant receptor probably does not exist in the 
resting state. Thus, there may be correlative conformational changes for 
the making of the receptor on the extracellular side of the channel during 
the gating process. 
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AB The study of interactions of xenobiotics with macromol. receptors is very 
important for understanding the chemical behavior of xenobiotic compds . in 
biol. organisms. The xenobiotic mols. are able to affect the natural 
activities of biol. receptors such as DNA or plasma proteins. In fact, 
the modification of the conformation of DNA or plasma protein, induced by 
interaction with xenobiotic mols., can determine profound alterations of the 
normal biochem. activity. In this study a method based on proton NMR 
selective and non-selective spin-lattice relaxation rate measurements and 
their dependence on temperature is used for analyzing the ability of ligand to 
interact with receptor. The NMR parameters are a weighted average between the 
free and xenobiotic-bound environments. 
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AB A review with •apprx.107 refs. As new antiepileptic drugs (AEDs) become 
available, physicians will define their appropriate use in particular 
patient populations. For women, the issues include gender-specific 
efficacy and tolerability, including the impact of the AED on reproductive 
health. Women with epilepsy who are treated with established T^Ds appear 
to be at risk for compromised bone health, for disturbances in fertility, 
menstrual cyclicity, ovulatory function, and sexuality and, with some 
AEDs, for failure of hormonal contraception. Finally, pregnancy outcome 
may be adversely affected by the established AEDs, all of which are human 
teratogens. Felbamate (FBM), gabapentin (GBP), lamotrigine (LTG) , 
oxcarbazepine (OCBZ) , tiagabine (TGB) , topiramate (TPM) , and vigabatrin 
(VGB) were reviewed. The preclin. development process had not 
addressed all the issues of concern to women. Although gender-specific 
efficacy is routinely evaluated, impact on reproductive health is not. 
FBM, GBP, LTG, TGB, TPM, and VGB have similar efficacy in women and men. 
It is not known whether the new AEDs will affect bone health, fertility, 
the menstrual cycle, and sexuality. FBM, GBP, LTG, TGB, and probably VGB 
do not interfere with hormonal contraception. Whether these new AEDs are 
good choices for the pregnant woman with epilepsy awaits further 
experience in human pregnancy. However, animal reproductive toxicol. 
studies appear promising. The limited number of human pregnancy exposures do 
not, thus far, signal a significant number or particular type of adverse 
outcomes. However, only with improved postmarketing surveillance can 
essential information about teratogenic effects be acquired in an 
acceptably short time. 
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AB Neuronal death in neurodegenerative diseases may involve energy impairment 
leading to secondary excitotoxicity, and free radical generation. 
Potential therapies for the treatment of neurodegenerative diseases 
therefore include glutamate release blockers, excitatory amino acid 
receptor antagonists, agents that improve mitochondrial function, and free 
radical scavengers. In the present study we examined whether these 
strategies either alone or in combination had neuroprotective effects 
against striatal lesions produced by mitochondrial toxins. The glutamate 
release blockers lamotrigine and BW1003C87 significantly attenuated 
lesions produced by intrastriatal administration of l-methyl-4- 
phenylpyridinium. Lamotrigine significantly attenuated lesions produced 
by systemic administration of 3-nitropropionic acid. Memantine, an 
N-methyl-D-aspartate antagonist, protected against-malonate induced 
striatal lesions. We previously found that coenzyme QIO and nicotinamide, 
and the free radical spin trap n-tert-butyl-a- (2-sulf ophenyl) - 
nitrone (S-PBN) dose-dependently protect against lesions produced by 
intrastriatal injection of malonate. In the present study we found that 
the combination of MK-801 (dizocipiline) with coenzyme QIO exerted 
additive neuroprotective effects against malonate. Lamotrigine with 
coenzyme QIO was more effective than coenzyme QIO alone. The combination 
of nicotinamide with S-PBN was more effective than nicotinamide alone. 
These results provide further evidence that glutamate release inhibitors 
and N-acetyl-D-aspartate antagonists can protect against secondary 
excitotoxic lesions in vivo. Furthermore, they show that combinations of 
agents which act at sequential steps in the neurodegenerative 
process can produce additive neuroprotective effects. These 
findings suggest that combinations of therapies to improve mitochondrial 
function, to block excitotoxicity and to scavenge free radicals may be 
useful in treating neurodegenerative diseases. 
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AB The effect of lamotrigine, a novel potential antiepileptic drug, upon the 
development of kindled cortical seizures was investigated in rats. 
Although lamotrigine, at all doses tested, failed to block or reduce the 
rate of development of kindling, it did have a profound effect upon the 
production of both non-kindled and kindled responses. All doses (3, 6, 12, 
and 18 mg/kg) produced a significant increase in the number of nil responses 
(where stimulation failed to evoke a behavioral clonus or af terdischarge) 
and a decrease in non-kindled responses. Doses of 12 and 18 mg/kg also 
significantly reduced the number of kindled responses and the duration of the 
kindled seizure. It is suggested that these effects of lamotrigine result 
from its ability to inhibit the release of glutamate, an excitatory amino 
acid which has been implicated in the production of kindled seizures. In 
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contrast to previous studies on the development of kindling, it was found 
that in the groups which received either 12 or 18 mg/kg lamotrigine, it 
was possible to produce kindling without evoking any nonkindled 
afterdischarge. This finding is discussed in the light of the current 
theories surrounding the kindling process. This study suggests 
that lamotrigine, as well as possibly being of value in the treatment of 
complex partial and generalized (tonic-clonic) seizures, may also be of 
value in the treatment of elementary (simple) partial seizures. 
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